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PROBLEM TO BE SOLVED: To obtain the subject medicine useful for diseases related to 
the increase of bax or the decrease of bc1-2 by including a hepatocyte growth factor(HGF) 
as an active ingredient. 

SOLUTION: This agent for inducing the increase of bax and/or the increase of bc1-2 
contains HGF as an active ingredient, and is useful for diseases related to the increase of 
the bax and/or the increase of the bc1-2, such as endothelial failures (diabetic endothelial 
failure) caused by hyperglycemia and ischemia. The medicine is prepared in various 
preparation forms (solutions, solid preparations, capsules, etc.,). For example, an injection is 
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filtering the solution through a filter to sterilize the solution, and subsequently charging the 
sterilized solution into aseptic containers. The content of the HGF in the injection is usually 
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of the HGF in the injection is usually preferably about 
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sfmmmmmmm^ (hgd ^w^j* 

LT-g-^-rS, b a xCDf&TRXf/X.teb c 1 - 2 
b a xOTiifln&tf/Xteb c 1 - 2<D{£T^ 
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[»**u nmwmmmmm^ <hgf) 

b a x^iKTXtf/XKtb c 1 - 

2 <z>iiAiBi&3ii 0 

COb a x60<ETXT//X«b c 1 - 2<Dm~hUmW$h &> 
5VM*»#£2fB*<£>T# h—>^itfT»WJ»Jo 

K^^pa^ii] io 

[0 0 0 1] 

* (HGF) S:tM»J:tt^t5, bax^fiT 

&uvomb c i -2<omn\m^M. fc^i/^r^h- 

[0 0 0 2] 

Wt>tbTV^ (Nature Medicine, Vol. 3, No. 6, p614-620 
(1997)) 0 T/K h — ^^cOfinSifiS^ initiation 
([»*&) , effector (3b*) X ^degradation (##?) 
CD 3 oc^^pgi: (Science, Vol. 267, pl456-1462 

(1995), FASEB J., Vol.9, pl277-1287 (1995)) 0 ^<D? 
^initiation<£>fi|Sgfi7itf h — i V* &W%^%>% 'J»<£>« 30 
Slt^cfcoT^&oTV^;^ ef f ec tor&l/degradat i on 

£ COeff ectorOgpgd&V ^7 sft h — V* ^PA^T 5* 
&fi^&H^<£> — LT, be l-2W-tC077^ 
y— as*nb*VC1^5 0 

[0 0 0 3] b c 1 - 2 3tC J ? : «, te* t hiiJiSttBiifB 
llSy W^ffllW-Rt^ t(14;18) (q32;q21)teffi^;<7>»Wd*6> 
^BlSixfcdS^itg^-efcS (Science, Vol. 226, pl097- 

1099(1984)) 0 mm&mu&tb c 1-2^^ 

b c 1 - 2 7 7 ^ !J -IfiWf «StbtV^ e ^COb 

c i -2^ r s v-^fc^temmkmmcom&frb, d 

b c 1 -2f7'77^ y — (bcl-2, bcl-x, bcl-w, mcl-1 
*^*e^^JBt*5) , 2)baxt^77^- (ba 
x.bad.bakftifcoitfi^JPI-rS) , 3) b i k^^^r 
^y- (bik,bid,bim>fcifOjte^^ s «-rS) (?)3SS 
i-#lg£*LT*5!9. r^ptbc 1 - 2f777 S y — 

**U bax^b i kt/77^y-i-It5HTO 
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(I6S Bf* Vol. 42, No. 10,pl644-1648(199 

7)) 0 Zfab<OB¥<D?1bMkhffi$LffiT&AsX\t^&<Dteb 
c 1 - 2Wb a x -e&5 0 b c 1 —2V£f**r>( 
nfT- if (caspase) <Z>et£{b£ttffi(|-r 5 * <^0Q«^ 

(Nature Medicine, Vol. 3, No. 6, p614~620 (1997) ) , * 
f:baxC|Ltit b a x ooigflj^^^ J: 9 T ^ h — 
V^^iS^tL^C ir*^s«e$ttTU^ (Cell, Vo 
1.74,p609-619 (1993)) 0 $ £>f-, ^fhh b c 1 - 2 £ 
ba xi^iBfilW^m 1) bcl-2li^>f 

r <t, — ;£f, 2) baxfibc 1-2 ^-.^n^V 
•^~%J&f&1rZ>^tfc£ y> b c l - 2©W^v- ^ 
J#<grP£«LTb c l -2<Z>«tBSr»«|-t"Sr £ , t£oT 
3) b c l - 2 t b a x©^7^t ioT7* h-i/ 

Wt>JW-£ivO^-5 (Cell, Vol. 74, p609-619 (1993). N 
ature Medicine, Vol. 3, No. 6, p6 14-620 (1997) ) ) 0 
[0 0 0 4] et±Oj:5i^ bcl-2^bax(i7 

S>*i/r^5 0 ££>t-b c 1 - 2 KBB LTfct, ±4: bTftu 

* ((Bii^pfKiasi-^ofisicsttst^) «r#wwi- 

&*£*VC*S9 (Oncogene, Vol. 12, p2045-2050 (1 

996)) , ^tim^mmmmmmb it, ^sa^WGo/ 

G 1 S^MB&S:S8fi"5 t fcSfc>;h/C^5 (J- Biol. Che 
m. , Vol.271, pl2695-12698(1996)) 0 § h f- b c 1 - 

5 (J. Cell Biol., Vol. 129, pl363-1378 (1995)) 0 
[0 0 0 5] irr^^JFFItJWlHliaiiatH^ (HGF) 

5 (Biochem Biophys Res Commun, Vol. 122, pl450 (19 
84) , Proc. Natl. Acad. Sci, USA, Vol. 83, p6489, (198 
6), FEBS Letter, Vol.22, p311 (1987), Nature, Vol. 
342, p440 (1989), Proc. Natl. Acad. Sci, USA, Vol. 
87, p3200 (1990)) 0 J: 9 , HGFIi4 

Jiff), h, &mteb*<DM\mfem^h 

f-WLTfi, c-Me tlglMf^^HGFg^M 
=i— KLTl/^5r ir^Mfe^i-StbTV^S (Science, V 
ol. 251, p802-804 (1991), Oncogene, Vol. 6, p501-504 (1 

99D) 0 mffi-efiHGF^, m%^Vfitjt'tz>^t\- 

X-bthX^^Z (HRE^ Vol. 10,pl44-153 (1992), fb 
flfR^t; Vol. 23,p683-688(1996)) 0 ffi^CO 
4f*«^«95 $tlOOfe§ HG F tfe^^, SEHG 
F iSufBb c 1 - 2 fcSV^ib a x £ <£>ffl$U-OV >T 

[0 0 0 6] 
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%}$Lftt LT-g-^-r £ b a x<Di&TRV*/JLte b c 1 - 

b a x(7>fSTS:t>VXiib c 1 -2(^it^^lJ^. b 
a x(Dm]NRZf/XiZb c 1 - 2<D{&T^m^ir^m^ 

HGFOff-T^ b a xtfMfiT&tf/Xteb c 1 - 2 <£>i# 
[0 0 0 7] 

SuIEb c 1 -2Mb a x(Dii^ib^:f^< , Si 

IHx.ttr5, *ffig»i:tt«5!bTb a x<E>3fi3SgLft 
(/be 1 -20)iET^®*e>*b^io roi^ik^l¥i-ML 
THGF&SS!jPLfc£r<5>, HG F f* b a x Sr«4> U 
b c 1 -2S:i8;(jp£ii\ b a x/b c 1 -2Jfc£rjfeJ>£ 

*"C£>5DNA fragmentation^*5V^T fcWjft^lSSDASffi 
fc?>;ft,;fc<z>K:*ru roiBiliL*SS¥{-HGFSrgSJn-t-5 r 

[0 0 0 8] SotHGFfj:, IWS£gtt;fcjiMi&<Z>Jn* 
b a x <7)if AP&t^/Xte b c 1 - 2<Z>ffiT^£DfciHMS 
i^Ltb a x^iT^^/X^b c 1 - 2 69if JPS: fc 

^^#x.^n^>o 5tei-IE«tbfcJ; picib c 1 - 2RUb 
a xli, T=tf ^0 3O(^)M (initiation, effe 
ctor,S: ^degradation) <D 5 effector<Z>SPgff;::JoV^ 

THGFtt, b c 1 - 2XU«b a x^fpfflSrlLt 
"effector" £l^5> h — i/X<D$>m&$gt:1tom LT 

HG F b Lt^tt^) b a x CO^T&OV'X 

ttbc 1 - 2<DmMffimffl> #>Z>\t VZHG 

[0 0 0 9] 

Code No.HGF-101^) LT <fc V\, HGF<£>M3£ 
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G F «r#5 £ £ Q &5v^*»e^X^W^i£f;: 

K^st»^mm±m^ & b ft t -r a h g f 

rt^tSS (fi&J;Lfi Nature, Vol.342, p440 (198 
9). ^P?fl¥5-111383-^<&£R, Biochem. Biophys. Res. C 
ommun. Vol. 163, p967 (1989) & £T#HS) □ ±f2^?g^ 

[0010] *mW<D b a x <Di&T&Tf/X\X b c 1 - 
2 (7) if AP^3F£iJ , 00 x. « P* S £ S # *> & v ^ m& 
m<D X 0 \Z- b a x OitJnXt^/Xfi bcl-2 COi&Ttf 

20 {//Xfibc 1 - 2o«JtinS:R*i*sr tds-e#5o t£ 

ot*^© b a x ©(STXt^/Xfi'b c 1 - 2 (Z>if >!JP 
mmMte, b a xtOifMRt^/Xttb c 1 -2<Oi&T& 

IBttLfcJ: b c 1 - 2 YZ±k U7^ i/^ffll 

»JftUB«\ **:b a xttT^h — ^ffiiif^fflSr*-r5 
H^-CfcSo ^Cbc l-2(:lim 7/Kf-> 

;h/r*5 9 (Oncogene, Vol. 12, p2045-2050 (1996)) , * 
30 fc»uajaaHBBil«tBi: LT, WfflGO/GiW 
Ha**S(-t*5i:Wfe*tTV^-5 (J. Biol. Chem. , Vol.271, 
pl2695-12698(1996)) 0 S&JgffiJgj* 

tat>tLTV^§ (J. Cell Biol. , Vol. 129, pl3 
63-1378(1995)) 0 S/cb c 1 - 2 fcfc, WIxJiNature Me 
dicine, Vol. 3, No. 6, p6 14-620 (1997) CO St 2 (d^tf 

M^HGFSrWaifiE^t-t'S b a x(^)®TWX^b 
40 c 1 -2<7>iS*PBI**JfA, b c 1 - 2 cD^^ffiig-^ b a 
x<^jg£»»J£:iiL-C\ T# h~isx<Dm?tytlffl%l, — 

[ooii] ^mm^^^xmmr^ h—t/xmnnm 
ffltte, Stria b a x^fiTXr^/xiib c i -2^>it^n 
mmi¥mi^m^< t><z>-e*>9, bci-2^D ? bax^ 

r^(a^) b — v'J^ (^effector® 
50 [0012] ^P^(7) b a x OfSTStZ/Xfi b c 1 - 
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j;Sjfc1frt*i«*F^»u-r*r«i-efc5fc». WRffiffirt 

#38 91 Ob a x^ftTRU'/Xttb c 1 - 2 Oif AP^U 
c. Natl. Acad. Sci. USA, Vol. 94, pl2736-12737 (1997) 

<z>*ifctt, Si* (lifeM. Iff** if) , JFR=<fe*>«fc5 

^X/M^&^T, b c 1 -2(OWfiTL, b a xO 

E3*<Z> WtTtf h — fX, p97-100(1997)) , * 
^0^(7) b a x <7){£T&DvOa3: b c 1 - 2 CD±f JP^If 

dSpTfiB-efeSo S5>{-b c l - 2^BBLTfi. bcl- 

SI, Vol.42,pl644-1648(1997), *^^CD b a x <7){&T 
XUVXtfb c 1 -2<Oti&mffi^ftL tb&WZTifiV — 

^-SffcifSr^MH • #&3EtfeK»* JftJki4]HI»»*if 

[0013] *%m<D b a x OiSTXTVXH b c 1 - 

n#Jir£H6 0 SBEffiW«ltt»j£fcJ:9»l«-rsri:i9S 
T*#, «*.tfHGF&ai«I*«ffl ttfff 

fix iifflro. 0002—0. 2 (W/V%) SjS, L< fiO. 001 — 

0. HW^^S^pg^tbSo 

[0014] iHffliftjciBSLT, l< &&mitm*m 
xy>\ /y^, /k ^=i — 

fi*aara», «x.^m^y, ^ffMib^j, le^kBSJtffl, 

5<z>as»*Lv\, *^^^iJ^. JBB*fc&atffl*®7k 
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[0015] *3B91<£> b a x CDffiT&t*/:*** b c 1 - 

«rt*ific:S*i-5ri:^t?#S 0 -^ja^ata, s# 
ofi&R* #m», ***if^J;9ias:ai**ix5ds, fflSt 

HG F t LT0. 05mg— 500mg, #f 4 U< telmg~100mg-C 
10 [0016] 

[0017] HRWWRV*-* 

mmmm 

fc 0 io%^v-ife?f, ^vy> doou/ 

ml) , ^ hl^/h^v'y (lOOmg/ml) 
20 9 5 %^ct- 5 %HB6fb^3R^*f*T^Ti&ai U 2 

±IEjfaWrt^J§S^ 1 0 6 cells/well(7)^itT*9 6 ?t 
^l/— h^fctel 2 5t^^— h(Cl»ffiL. 10%!)i/i 

5mM (*|-fig) feSV^«25niM (SSifB-S) O D-^/V^— 
gtfEGMiglCMl, 100ng/mlHGF#^Tfe^V^ 

30 

[0 0 18] «M^J:57^ V^jWJBaotfeM 
15cm^l/-F^ffl^T, lOOng/ml HG F 

DNA»rK"ft;<P»M 

12^WF^I^t, lOOng/ml HGF# 
^T*>SVNj**#ftT-C3 BIBlS*LfciiL*rt&liBll&J: 
9, DNA©77^Vr^ayS:ELISAfeHt 

40 si^b^ (^-y^-tt) o 

[0 0 19] »x^^y7n y hfetCj:^ be 1 - 2fe 

9 9 0^) ^totfto/co 15cm/l/-F»^ 
T, lOOng/ml H G F ^ffiTfc 5 V ^«*ffffiT 
T*3 0M«*LfciliL«rt&iWliaJ: i ^Sei?r 

p^L, SDS-PAGESi:^y^vy (r^v-rA 

tt) Kb c 1 -2Sfcft:*fe«fiLb a x gifr 
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-fcSSfefe&fTofco b c 1 - 2iaS^b a xl 

as 

[0 0 2 0] «gn-»#f 

thfc*«£*;tfco io 
[0 0 2 1 ] KKM l 

iajfiL«*{*T(25mM ^)-ClfiLS e rtJHBJ9aS:j»* 
£i-<fc 9, MM (5mM D-^^-^)(^itb, gE»s 

JgNM+T (25mM D-//V3-^) [CHG F & t 5 r t J- 
J: Y> , SSJ*L»l^<fc5DNAWmboiiJpdS*ic^»»JS^ 

/c (hi) o utxv, mifnmmm^^^^^mm 20 

£*ofc e 

[0 0 2 2] f£^0ij 2 

jhg^jgiwaa^fetts b c 1 ~2^xzfb a xia^i 

^x^^y/n s> ^ b c 1 - 2^oJ:t>*b a x^ 

/h 0 t/cb a x/b c 1 -21t^i4{^tt 0 iftifiLtS 
1 -2m&<?>ft&A<Df&T&m#>btll£i>K HGF« 30 
(H2) o *fci^Jk«iS«i-<t 0, »I«LTba 

x m e i^a*, hgf <z>a§jpfc: <t 

0Kb a x«&^38mttWKfc»W$ttfc (03) 0 * 

itiKiiLiffimizxv. ikw^mmic^f^b a x /b 

c 1 - 2 It teW^i-Jf #P U HGFt*fc0>JiJP&#S:t£ 
(B4)„ J^_L<fc»9, i^ikfti-^tt^ifiLgrtS 
^acOT/K h — b a x <DmiN&Z$b c 1 - 2 

c^fSTi-J:^ b a x/b c 1 - 2Jt<7>itJPdSB8#-rsr * 
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£as#a>o/t 0 HGFttbax(D|»»IU 
^ob c 1 - 2*it^P^^:6r it^J: 9, bax/bc 

[0023] mmm 1 

^fe^^^Tk 1 0 0 m 1 ^CHG Flmg, ^ /V 

KM Lt«ltt 5 r t d <fc 0 «r»fc 0 
[0 0 2 4] jR^IM 2 

0 . 0 2 M y >^$gf ( 0 . 1 5 M N a C 1 RZf 
0. 0 1%/K!Jy;^-h8O^ pH7. 4) 10 
Om 1 f^HGF lmgRyt h tin^T/^ $ V 1 0 0 

[0 0 2 5] 

^fTS, b a x^fiTWAttb c 1 - 2CDmtm 

»JdSSW$tbSo #3B0J<Z>b a xOffiT&UVOUib c 

1 - 2<Z>i#JPK*»]^ b a xOifjflP&Ut/Xteb c 1 
- 2 ^)®T^i^t^i^ LTW^^f^ffl-r 

[mi] aiii, jftitw^TT^jfc^rt&ffla&^fctt 

6DNAiM^t§HGF^ffl^t/77T^ 

[0 2] 0 2t3\ iSifeW^TT^jfc^rtjftJWiJia^isit 

5b c l - 2ga38g.*tClSa-"r5HGF©f^fflS:*bfe 
^77tfe5 0 0^, jftttte:^ orbitatory units&r;^ 

•To 

[0 3] iBjfeW^T^^JfeffrtftJMJia^is^ 
5ba xff 6*Siai-»i-SHGF<Z)^S:*bfc^9 
^"CfcSo 0<K IKttW\ orbitatory units Sr*-t" 0 

[04] 0 4it mssnM0ki^T^(o^w^&mm^'f 

5 b a x/b c 1 - 2JtSr*bfc^7^t?&5o 
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